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[m^m 1 ] 3- C4-(8--7;U^n-5,li->>^ Ko^ox [b] tf^-fc^V C 
4,3-b] ?***>mT»**,*XTA,<DJ& 

[ff^2j 3- C4-(8-7;i/^n-5,ll-v?k Kn^>X [b] **-tk:V 
[4,3-b] eV*S>-ll-4Vr»X«Vi>S) yne^lxf^x^^SI 

[IS^4] 3- C4-(8-"7;i/^-D-5,ll-v?k: Ko^>X [b] tf-^-fetfy [ 
4,3-b] e.Jy>-iM.jf»^^ >V ) ^et>»m^ f ^ ti 
t^^^t^tns- C4-(8-7;^n-5,ii-^b K n^>x 00 
***fc:V C 4,3-b) t'Vy^lM.J7»^.;yV) rne*>I W * 

lm^m7] 3- [4-(8-:7;i^n-5,ll-:xfc Kn^>X ft>] **-fek:V [ 
4,3-b] ev^lMVf»^.;v7) ^ne*>lr^^ f ^ 
S-T^n-ii^^v-^ll-^Kn^^X Cb] sMHrtfy [4,3-b] kfi;^ 
*3-(4-** v-tr^y )v)-fu \>* >ir;^^f;^^ti? 

*£* & <o**>*m*m 4-6 1 TO«o>M«iirti[o«t*ife 0 



JiJi£# 2004-3044996 



#M 2003-109892 



[fiWt^l 1] 3- C4-(8--7;i/^n-5,ll-^t Kn^>X Q>) **-fckfy 

Mtimti^fM+ZZ &3- C4-(8-7;v^-n-5,ii-vt Kn^ 

>X Cb) t^f-ttV C4,3-b) eVy'>-iHijfy)^Vi;y) /nft^ 

2] 3- C4-(8-7/l/*n-5,ll-$>i£ Kn^oX Cb) **-trtfy 
C4,3-b) 'jf^^'jyV) 7W*yWLT)\s*)V^T)l«D 

mftumw. m^m 4-10 ^^rtL^i^fea^^^^^ x % h Ktz i><v-? 
[0001] 

*&mit, m&mi^TVfrif-mtLT^mm- C4-(8-7;i^n-5,n- 

VKYu^X Cb) **-fefc:V C4',3-b) e»; ijyV) 
yne^-^^conf^^^p^-e^^g, C4-(8-7;i/^-n-5,H-^H Kn^>X 
Cb) t^k:V C4,3-b) f'jy'V-lWVf^^V^) ^ntft>i7 

[0 0 0 2] 

3- C4-(8-7;V^-n-5,ll-v^ Kn^^X Cb) ^«fet:V C4, 3-b)- fcf' ; v> >- 

rzvft&mvfr&m&lJ&t LT> 8-7;v^n-ii-^^y- 5) ii_^ k Kn ^> 
X Cb) ***\£; C4,3-b) f;> ? ^t3-(4-^^y-if^i;^v_i-^;i,)_yn 
^^>Bfi^^^^x^Sr^^^^j/o#|ET^Kl&$-frr, 3- [4- (8- 7 
;^n-5. Kn^yX Cb) **-fckfy C4,3-b) t?'J^>-lMV7^) 
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[0 0 0 3] 

1 ] 

#Bfl¥6-192263#^ 
MMfifctt2] 
#^2000-338574-^-^ 

Journal of Medicinal Chemistry Vol.38 No. 3 p496~507 
[0 0 0 4] 

^>x Cb) t^tv C4,3-b] eyy>fc»-(4-**y-tr^»;v>-i-f/u)_ 

7"nift>txf;vxxf^S:S{c:.$t3- C4-(8-7;v*n-5, n-^fc Kn^> 
X (b] t^ey [4,3-b] tf';^>-n->f y7*>)tr^i; yV] ^netvl 

d^tH^acraatSriDx., *tt*mKJ:9£jft** 

5,ll-ytKn^>X [b] [4,3-b] e'jy'>-iM'jr/)^yi; 

[0 0 0 5] 

#&£«>jftv>3- C4-(8-7^/^n-5,n-^k Kn^vX ft,} 
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[0 0 0 6] 

[II® * titikt & tz tb <D^m 
*»«t»li, 3- C4-(8-7^*n-5.11-^t KQ^>X [b] **-fefcfy [4, 
3-b] kfi; y>-n->fi; -7*^)^1; vV] yntr^>SRXt±^-^Sfe#intt[o*at 

ffm^3- C4-(8- 7 n-5,ll->*fc Kn^^X [b] **-bt:V [4,3- 

&*mm-rz*m*K ^Bu^m^m-r^^mm^^KmstK^xm^ - 

[0 0 0 7] 

3- [4-(8--7;i^n-5,ll-vt Kn^^X [b] t^-btV [4,3-b 

#f§9if£, 3- C4-(8--7;l/^-n-5,ll-v^ Kn^^X [b] :*^-fek:V [4,3-b 
] lfV;/>-lM 'if»^'J vV] ^net^T^^xXf^titS: 
RS?^i^#ftf^3- [4-(8-"7;V^n-5,ll-^n Kn^^X [b] 

•btv [4,3-b] e'jy>-iM. jf »^ijyV) yntr^-^r;^;^^ 

^;uom#W^^^^Ji«1-^^oT^^> 0 

^HWt±, 3- [4-(8-7;V^-n-5,ll-vt: pn^>X [b] t*«bl?y 
[4,3-b] k''Jy>-lM>jf>)t:^.;yV) ^t't^rj^^f;^ 
M^*D«*lII*««"t*ifc«r#»fc^3_ [4-(8-7^*n-5,ll-vfc: Kn^ 
>X [b] t^ey [4,3-b] tf'JJ^-iMVf»^v^) 7u\£*> 

[0 0 0 8] 
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k?y v>-n-^ ^» tf^y , >V ] 7 °n k»i7;^^x^f 
[0 0 0 9] 

3- C4-(8-7;V^n-5,ll-vH KD^>X [b] **-tetfy [4,3-b] fcf;i?>- 
[0 0 10] 

^>-V^^^tV-ll-^.;^i;^ W ^ % ^ LT{ ^ 3 _ C4 _ (8 _ 7;V ^ D _ 5> 
11-^tKn^^X Cb) ***>\>j C4.3-W ev^>-ll-^ 1 ;7*»tf^i;, > v 

[0 0 11] 

ft** 3- [4-(8-7**n-5,ii-s>fcKn^X 00 [ 4 ,3-b] \£V 

S»-ll->f y tf^i; yv) >iXlifoi#M<7)^fe^S 

[0 0 12] 
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[0 0 13] 
[0 0 14] 

"tfcfc*>, 8-7;i/^n-ii-^-^v_5,ii_^ti Kn^vX CbD t^-fetV [4,3 
-10 ^'jy> (1) fc^^^*>©£sfin?«e^ 3-(4-t^V-tV'Jy>-l- 
^^-•/net>i7mx^f^ (2) ££tJS$-£T, 3- (4-(8-7;l^n- 
5,11-vfc Kn^X Cb] ^-^-fetfy [4,3-b] t: >; v V fcf^V v 

y") ^n^^T^^-xx^ (3) -tLtc^^^^-^T^^O 
■^^V^^-btV-ll-e^V y'jf>Mf (4) ^T^tL^Jp 7 X^«? 

t&ci *?3- [4^7;^ n-5,il-^fc Kn^>X [b\) *3H?fc:V [4,3- 
b] e'Jy>-lW'jf>)^.j^) ~fu \l*>WL (5) 

[0 0 15] 

it^m (1) (2) <DKBit, #^M2Cfeto^t:toT^C 
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[0 0 16] 

ft-fr* (3) 14, ^A^at^Wiao^TKigWWftKiJ:**^**^* 

sawa^ xzmwvftmnKjBxir-frizxz^ \\&m (d ik g &£^ 

$Ca£**» 2 5-20 OL/min, #K 3 0 ~ 7 0L/mint\ 0 . 5-5 B#BK 1 
[0 0 17] 

mm.frhv>tt&m (3) o^«u±, ^iti-citut-so^jLv^ 

<, jfei : i&x tv» 0 

[0 0 18] 
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[0 0 191 

a, 3ov^msnmmM3t, ini:7o-8owiu> 0 tit* mmxitm 

8kMffi.<vmm ii> RJE©* >r -;H:io Xlfcfc $ ?W£ L < it 5 1 B#p H 1 
10 0 2 0] 

1 -^n/NV -;W 2-yn;V-JK n-^;-^f(7)®t7;^-;i/;i 
[0 0 2 1] 

LTtib^tJ (3) fc#«^fc**t;fcii*fi*u MrS^£»srLU s 

[0 0 2 2] 

4) ^wws*ipx.T, inak, ttf-tL<itmmmm<D^ ^m-f&ztxmm 

-ll-tf^,;^,;^^,^^ (4) Sr«{I^K:#»^-#*^»«-C*^ldr«Mtt"pr 
llt***^ 2-"7 p n;W -;k f^ixf tv^ D 

[0 0 2 3] 

^^V^4r^tfy-ll-e^V y'VfW^ (4) WU i^i^m^ 
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[0 0 2 4] 

s-n-umvvrzsit&iit ( 4 ) *ia*.sm-rtu^ 3- [4- 

(5) xi**r<7>mmmm$tztiZo 

[0 0 2 5] 
[0 0 2 6] 

«IL^3»D7h/77^ (HPLC- H*4W6) tftfliU M&KC 
ov»r«\ SIl7'7X-7^$f (Wx-tf. ^-^.x^-ft (^ H) 0PTI 
MA-3300DV) t:iot|^L^ 0 
[0 0 2 7] 

3- C4-(8-7**n-5 f il-5>fcKn*>X Cb] **-tekTy C4.3-W ey$»- 
1W f>) fcf^y yV) 7*n tr# >m^^^^T-;v 

■ T^=fS/#H*;T,-ffi»(17.8g)0^^ h9t KD75> (180mL) Jiajjfcfc 
7jc^TEgil<k^^> (9.65mL) *j»TU RJS«*2I^M«il{ET«#Lfc^ d 
©*»«*«»C8-7^*n-U-**y-5 i ii- 3 ; llK o^ > x Cb) **±\£s [4 
,3-b] tfV^y (io. Oar) t3-(4-t + V-^V^>-W;v)- 7 s net>S?x 
^Wr*^ (8. 7g) «ff7tKn 7 7> (135mL) »«*«»Tfc. * 
^^^Dx.7to30^ra^^L^ MUiTfripu hV^JUT^y (56. 
5mL) XtJWixf^ (350mL) fcJn*., lI^Lft^^ lL/«inO«ca 
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ww 2 0 0 3 - 1 0 9 8 9 2 ^-->-- 
, WKIcmx^ (350.L) xoyt (350aL) ftariO»MK» L W 

at*****, hiat^jg*^^^ (30mL) r2BttjjHijN 

**tWW»«M*6*«) i t«MK U (100llL) ^ffi 

WMM«ETiM»*«*u M««W^ M t*II(» 8.65 g (HPLC 85 
• 8%) *f»fc«, 

[0 0 2 8] 

hplc mmm : 5.9 » ( * 9A : Crestpack C18 T . 5i 200 _^ ^ . ^ h 

65), feffi : uv (258nm) , ifcjt : l.OnL/min) 

[0 0 2 91 
SJSM2 

3- C4-<8--7**n- 5 ,ll->- t Fn^x M C4.3-U 
L-*o *tftlM*4«u ( 9bL ) fft*O«50t;T-Mffife«L 

■c«Sfeefts-a-t*es<i» 6. 9g (hplc 98.o%) 

[0Q3 0] 

: 199-200t: 

HPIX ft*»ff ; 5.9 » (* 9 A : Crestpack CIS T-5, 200™, ** • T * h 

5), ftffi : UV (258nm) , Kg : 1.0mL/min) 

[0 0 3 1] 
^fe$l3 

3- C4-(8-7;^n- 5 , n-v* K n^X 00 C4,3-b} &)V>- 
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2. 5molA<7)7K^b^ h AtK}#$ (16. 6mL) 2 h tifzmM^ 

«f H (6.4g :HPLC 98.0%)*mH, ftj&60VKTimmm.WLfz o KfcWLZimT 
> 6mol/Iiim('TpH5fcL/cm, IHt^V51mL£in;L, SJ^6molA^m^^ 
TLpH3.8fcU ^ B Wai^rt^^pH3.3~3.5^p^Lr30^^L^ £C 

L^-fe^^Mi-^B^ 5.82g (HPLC 99.6%) *%tz 0 
[0 0 3 2] 
ill* : 182-18410 

HPLC Unnm I 6.1 ^ (^^A : Crestpack C18 T-5, 200mm, : T-t b 
- ^ y-^-O-lXU >m(5mmol/L l-^* h U * A) 7^^(30 : 7 

0), $t£B : UV (258nm) , WM \ l.OmL/min) 
[0 0 3 3] 

mmm4 

3- C4-(8-7;v^-n-5,ii-v^ Kn^>X CW **-fetfy [4,3-b] k''jy'>- 
li-^f i; r» yy] \£^r^^)V^T)vmmm. 
mm^fcftft&M (0.2 g : HPLC 98.0%) (i. 6mL ) fcJn 

**Li^y-^(0.5A)-C*»L*fe***M"t*Bfl9» 0.18g (HPLC 98.8 

%) *#fco 

[0 0 3 4] 

it£ : i99-20it: . .. 

HPLC &$mm : 5.9 ft (*7A: Crestpack C18 T-5, 200mm, mm I T-fe h 
- h V ^-0. 1% U ^(5mmol/L h U 7jc?#^(35 ; 6 

5), Ifcffi : UV (258nm) „ itig : l.OmL/min) 
[0 0 3 5] 

3- C4-(8--7^^n-5,ll-^n Kn^vX CW C4,3-b3 fcfi;^>-- 

1W y r» e^i; vV] 7-n tf^>m^^^T-;vp- h^Jt>^A/*>Wt 
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0g:HPix:89.9%)^m^ (7.2*) ttcncr, p-h;^>^;^> 

* (397mg, 1 a*) **0;i/c o »**MfcT15fl**LA* 

****** U a»R»Lft, »**** U »liix^ (0.5.LX2) T 

HPLC 94.1%) Z'&tZo 
[0 0 3 6] 
87-89"C 

«U!W«l>n : 6.2 * (*9A : Crestpak CIS T-5 , 200™, «. 7 ^ s 

5), l*ffi:UV(258wi)., iS3 : l. OmL/min) 

[0 0 3 7] 
*i£«6 

3- C4-(8-Wn- 5 ,n->-tKn^x M [4>3 _ w 

*:m£».g«) OM x* A , (aifc) MeMBti (176 

C*»fcL, «*** U SWSSU^ (0.5-LX2) -cat* 

Lft. »«>*i«:i»aasor-w«ffi«Hi l .TiM«at»i-» BWWO . 8 3 B (HPLC 

94. OX) 

[0 0 3 8] 

HjS : 156-166T: 

BUMMM : 6.2 * (* 9A : Crestpak C18 T-5 , 200™, mm ■ T-fe h = 
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5), *»HS:UV(258nmh MM : 1. Onl/min) 

[0 0 3 9] 
**S0!I7 

3- C4-(8- 7 ;^D- 5 ,ll->-t:KD^>x ft] [4.3-b] fcfy 

u-f >J r» ->V) ^, S xt^„^ mfsa 

" Wl '» 4 * fts - C4-(8- 7 ;^o- 5 ,n-y t Kn^>X ft] *+-t k V 
1EMBC».«)«-^-* (6 . 5mL) #* KMKT , 

tSfiU H,: « tL > «WW»U*. »«»*U »2-yn^-* 
(0.4M.X2) T-i«*Lft. »6*t^ft M E80C T , |B(JtLTjMBfc|M 

SBlKW0.60g (HPLC 97.9*) 

[0 0 4 01 

SiS : 204-207t 

HPLC^B ; 6. 2 * (», A . Crestpak Clg „ ^ ^ ^ . ^ ^ 

m*-o.m .;>s(5-oi/l 1-^ ^ (35 . 

5), &ffi:UV(258im), jsfct : l.Onl/min) 
[0 0 4 1] 
[SWOS5MU 

3- C4-(8-7^*n-5,ll-y tK n^>x ft) * + C 4,3-b) 
.U*>}.T»WJSl rtW/KMt*!. 3- C4-(8-y^n. 5 11 

^^Miwrnc^, »»t]^ - K wawx.*** 
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3- (4-(8-7**D-5,u.j;i; Kn ^ >x Cb;| ,j. + ttV j 
t*«S**£i*1«fr*3- C4-(8-7;^o-5,n->-tKn^>.x W 

[a*] 3- C4-(8-7**d-5.u.j; k po^>x CU **-tfcV C4 3 
U Ws-ll-lvr*)**?*,,) rtft^KittJB. 3- C4-(8- 
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4Wtw«>#* #M2 003-109392 

52?^" 50300620029 

**** #ftll 

ftt *AfflS±J» 0 0 9 7 

4 ™ B f«15^ 4H160 

<©5£flNR • #Jflfil«> 

[HtfJBj TO15^4^15B 



— ?* 
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[592197599] 
B 2 0 0 2^ 2 J! 10 

^S^^B 2003^ 4I16B 
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